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CLAIMS 



1. A recombinant and/or isolated nucleic acid molecule 
encoding at least a functional part of a member of the family 
of Nmi-like proteins or at least a functional part of a 
member of the family of Hou-like proteins or at least a 

5 functional part of a member of the family of IFP35-like 
proteins for use in the induction of apoptosis in a 
population of cells related to a pathological condition. 

2. A use according to claim 1 wherein said nucleic acid 
molecule comprises at least a functional and specific part of 

10 the sequence of figure 1, 2, 4 or 5 or encoding an amino 
sequence of figure 6 or a sequence at least 60, preferably 
70, preferably 90 % homologous with said functional and 
specific sequence or comprising a sequence hybridizing to any 
of the aforegoing sequences under stringent conditions. 

15 3. Use according to claim 1 or 2 wherein said nucleic acid 
comprises an expression vector. 

4 . Use according to anyone of the aforegoing claims whereby 
said cells are provided with apoptosis inducing activity. 

5. Use according to claim 4 whereby said apoptosis inducing 
20 activity is apoptin-like activity. 

6. Use according to any of claims 1-5 wherein said nucleic 
acid is part of a gene delivery vehicle. 

7. A recombinant and/or isolated nucleic acid molecule 
encoding an Nmi/Hou-like protein comprising at least a 

25 functional and/or specific part of the sequence of figure 1 
or figure 2 or a sequence at least 60, preferably 70, more 
preferably 80% homologous therewith. 

8. A recombinant and/or isolated nucleic acid molecule 
encoding an IFP3 5-like protein comprising at least a 

30 functional and/or specific part of the sequence of figure 4 
or figure 5 or encoding at least a functional and/or specific 
part of the amino acid sequence of figure 6 or a sequence at 
least 60, preferably 70, more preferably 80% homologous 
therewith. 
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9. An expression vector comprising a recombinant nucleic 
acid molecule according to claim 7 and/or 8. 

10. An expression vector according to claim 9 further 
comprising a sequence encoding apoptotic activity. 

5 li. An expression vector according to claim 10 wherein said 
sequence encoding apoptotic activity encodes apoptin or a 
functional fragment and/or equivalent thereof. 

12. A gene delivery vehicle comprising a recombinant nucleic 
acid molecule according to claim 7 or 8 or an expression 

10 vector according to anyone of claims 9-11. 

13. A recombinant or isolated proteinaceous substance 
comprising at least a functional part of a member of the 
family of Nmi/Hou-like proteins or at least a functional 
part of a member of the family of Hou-like proteins for use 

15 in the induction of apoptosis in a population of cells 
related to a pathological condition. 

14. An Nmi/Hou-like proteinaceous substance having at least 
a functional and/or specific part of the sequence of figure 3 
or being encoded by a functional and/or specific part of the 

20 sequence of figure 1 or figure 2 or being at least 60, 
preferably 70, preferably 80% homologous to at least a 
functional and/or specific part of the sequence of figure 3 
or being at least 60, preferably 70, preferably 80% 
homologous to a protein encoded by at least a functional 

25 and/or specific part of the sequence of figure 1 or figure 2. 

15. A recombinant or isolated proteinaceous substance 
comprising at least a functional part of a member of the 
family of Nmi/Hou-like proteins or at least a functional 
part of a member of the family of Hou-like proteins for use 

3 0 in the induction of apoptosis in a population of cells 
related to a pathological condition. 

16. An IFP35-like proteinaceous substance having at least a 
functional and/or specific part of the sequence of figure 6 
or 7 or being encoded by a functional and/or specific part of 

3 5 the sequence of figure 4 or figure 5 or being at least 60, 
preferably 70, preferably 80% homologous to at least a 
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I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -27 as originally filed 

Claims, No.: 

1-18 as originally filed 

Drawings, sheets: 

1/8-8/8 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 

El claims Nos. 8, 16, 18, and 1 to 6, 17 partially. 

because: 
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□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specify): 



□ the description, claims or drawings {indicate particular elements beioW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify: 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

K no international search report has been established for the said claims Nos. cf. above. 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 


Yes: 


Claims 






No: 


Claims 


1-7, 9-15 


Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


1-7, 9-15 


Industrial applicability (IA) 


Yes: 


Claims 


1-7, 9-15 




No: 


Claims 





2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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1. Reasoned statement 

1.1. The application describes the isolation and function of proteins, termed "Nmi/Hou 
like". The proteins function somewhere along the apoptin inducible apoptosis 
pathway. Claimed are nucleic acid molecules, proteins, and the use of these for 
the induction of apoptosis. 

1.2. Novelty (Art. 33(2) PCT) 

The type of claims 1 to 6, and 13, i.e. product or process claims, is not entirely 
clear. Claim 1 is directed to a recombinant protein, yet comprises features typical 
of a process claim ("for use in ..."). For the present analysis, and in line with the 
standard interpretation of claims, it is assumed to refer to a recombinant protein 
" suitable for use in The same is true for claims 2 to 6, and 13. 

The following two documents affect novelty of claims 1 to 7, and 9 to 15: 

D1: BAO J ET AL: "Isolation and characterization of Nmi, a novel partner of Myc 
proteins' ONCOGENE, 12 (10). 1996. 2171-2176., XP002064426 cited in the 
application 

D2: EMEST16 DATABASE Accession number AA1 73501 Hillier L. et al. 27-DEC- 
1996 (Rel. 50, Created) similar to TR:G 1322220 G 1322220 HOU. 
XP002096574 

D1 describes the cloning and expression of Nmi, clearly a member of the family of 
Nmi/Hou like proteins. Moreover, this molecule is more than 90% identical to the 
molecule encoded by Figs. 1 and 2. This takes away the novelty of any claim 
directed to nucleic acid molecules encoding at least a part of a member of the 
family of Nmi-like proteins or to partially homologous or hybridizing molecules. 
Likewise, the novelty of the claims to proteinaceous substances is affected. 

D2 describes an EST displaying 97% sequence identity in a 290 bp overlap with 
the sequence of Fig. 2 (Seq. ID no. 5) of the present application. This represents 
certainly a molecule comprising "at least a specific part" of the sequence of Fig. 2 
according to claim 7. In the absence of any demonstration of an association of 



Form PCT/Separate Sheet/409 (Sheet 1 ) (EPO-April 1997) 



INTERNATIONAL PRELIMINARY International application No. PCT/NL98/00687 
EXAMINATION REPORT - SEPARATE SHEET 



specific functions (what functions?) with specific parts of the identified molecules, 
it cannot be ruled out that this document also affects the novelty of claims 1 to 6. 

2. Certain observations 

2.1 . The claims contain a number of terms which are ambiguous or open to 
interpretation and as such render the scope of the claims unclear. 

Many claims refer to molecules encoding or having "at least a functional part of a 
member of the family of Nmi/Hou-like proteins". The application provides no 
information on any function of the identified proteins apart from the capability of 
inducing apoptosis. The situation is complicated by the definition of Nmi-like 
activity on p. 4 of the description which includes molecules with "similar" functions. 
Therefore, the reference to at least a (unspecified) function is unclear. The term 
"Nmi-like protein" is unclear because its extent is undefined. The person of skill is 
not in a position to distinguish Nmi-like proteins from non-like proteins. This 
argument applies also to the apoptin-like proteins of claim 17. Furthermore, not all 
members of the claimed family of proteins are known. Consequently, not all their 
functions and functional parts can be known. 

For the same reason, a broadening of the scope of the claims by reference to 
sequences homologous to unspecified members of the family of Nmi/hou-like 
DNAs or proteins is not possible. 

The term "a specific part" is completely undefined and hence open to 
interpretation. 

The reference to "a population of cells related to a pathological condition" is also 
unclear. Are these cells themselves in a pathological condition, or are they in a 
particular relation with such cells? 
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